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1/1 F AMP AT- ©g UESTEL-ORBIT - image 
FAN - 20042761284466 

PN - IS JP1050818 A 19890227 [JP01050818] 

STG: 1 Doc. Laid open to publ. Inspec. 
AP : 1987JP-0205216 19870820 

TI - PROSTAGLANDIN F2ALPHA-INHIBITOR 

PA - TSUMURA & CO 

PA0 - (A) TSUMURA & CO 

IN - KUBOTA KIYOSHI; OGAWA YOSHIMITSU; HOSAKA KUNIO; CHIN 
MASAO 

PR - 1987JP-0205216 19870820 

IC - A61K-031/34 C07D-307/88 

AB - (JP0 10508 18) 

PURPOSE: To obtain titled inhibitor active to relax the smooth muscle of 
uterine and effective for the remedy of abdominal pain caused by abortion, 
premature labor and dysfunction, by using a phthalide derivative which is a 
component of SENKYU (rhizome or Cnidium officinale) as an active 
component. 

CONSTITUTION: The objective agent contains a compound of formula I (R 
(sub 1) is OH or methoxy), e.g. 4-methoxy-3-propylphthalide as an active 
component. The compound of formula I is administered at a rate of preferably 
30-400mg daily in several divided doses. The compound can be produced by 
converting a compound of formula II into a compound of formula III with an 
aldehyde in the presence of a base, treating the obtained compound with an 
acid and, as necessary, further demethylating the product. 
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1/1 DWP1 - ©Thomson Derwent 
AN - 1989-103886 [14] 
XA - C1989-045833 

TI - Prostaglandin=F 2-alpha inhibitors, are 3-N-butyl phthalide derivs. - prepd. 
from 4,4,-di:methyl 2-phenyl 2-oxazoline(s) and aldehyde 

DC - B02 

PA - (TSUR ) TSUMURA JUNTENDO KK 
NP - 1 
NC - 1 

PN - H JP01050818 A 19890227 DW1989-14 lOp * 
AP: 1987JP-0205216 19870820 

PR - 1987JP-0205216 19870820 

IC - A61K-031/34C07D-307/88 

AB - JP01050818A 

Prostaglandin F2alpha inhibitors which contain phthalide derivs. of formula 
(I), where Rl = OH or methoxy. 

Cpds. (I) are produced by treating cpd. of formula (II) with aldehyde in the 
presence of base to give a cpd. of formula (III) treating the cpd. (Ill) with acid 
or, if necessary, subjecting resultant substance to demethylation to give cpd. of 
formula (I). 

USE/ADVANTAGE - Phthalide deriv. is contained in Chidii Rhizome and has 
prostaglandin F2alpha inhibiting action. Prostaglandin F2alpha inhibitors 
release uterus unstriated muscle and are effective as remedy for abdomen ache 
accompanied with abortus, premature birth or incompetence. (0/0) 

MC - CPI: B06-A02 B12-D01 B12-E02 B12-E09 B12-F01 B12-G01 
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Search statement 2 



THIS PAGE BLANK w^iy 



r 



®B*iit$^if(JP) © 4* Pf Hi • H t£ M 

©'Jk m CA) 5364-50818 

©Int. CI.* IttSlBB* ffft&mW^ ©4»B 53*064^(1989) 2 fl 279 

A 61 K 31/34 . AEL 7375- 4C 

A C V 

// C 07 D 307/88 7252-4C ^gfg^t ^it^c gSBgOgfe 1 (±lOg) 

©ft SI PS62- 205216 

SB PS62( 1987)8^200 

©IS IB * it « £5 H ac^«BSWrJWmfflC3586 «c*6&»«IIH35a£*»9F 

©is §a * 8* R * ^«mfBK§KRr^m^3586 ^£tt^m5^s»fifw 

©Hi n A #;££*t^tt/E3cg; 3WflB*AKH*«3Ta 4#10^ 



tm «f 

2 . ft It Jt * 0 HE a 




3 . £.91 CD ft ft tl ft B£ 

Rhi zo«a)(i „ tf fi «I tf ft ffl « fif 

/a * *< to t ?> , as # £ 
rftfifcx 8 ts » ad m 3 * x e iz £ 

- 2f * ^o^^r^^^VF 



h * * £ * * t . ) 



2? C C a ! d i i 

r' 

*& & ft « , rt'ia 



£ 7 ? y K l: f I L , ft iff ft * ffl ft- » « s - 

+ u t* % * stm it * I 




U*. Ri 14 h * S * >F f e ) 

i: n -? ) -e * 0 , ^g^ttSfi* % ft * 

-105- 



»IHW 64-50818 C2) 



* o 

-ks: i tx^ns^t^CPiT, s£ i © ft £ 

£ ft; * * ) 1* > ^Ulf ft O i 7 I: L t H 5 : i 

& n 




H 




* , :nut*#J8 « * h u & £ <- fc 

CHi;»^^ftt«;iiaDS I a ft * » * 

flrKflJ>m-TAXa*©*/l,#* ft 7 

'W-*fcRH?«tfT75 K (* £ L , : ll H C 

» ft i *« ■£ * 4 • 

* * 3ff * > k fi £ £ ft 7 •> ;H i: t 5 l: H , 

m - 7 i * * * K » tt ft * H JS ft 'J > * 

h m ft U > x * + * tf * * o y K««*HITT» 

E £ £ £ li * Kfl^ft 6 OtSlE 

*« a s -c * * . Kieiitt«E*fctt«Efc©* 

c: g> ft & a * *T « » a 4> , 2 -7 i J- 
2 • ^ * - I -?0'W-Ji'*lDft.TKJC*lK 
75 P * t t * • ff«*ltC*fl:«4 LTtt, % 



ft . s « 




t 


L T <* > 0-3 


o r g a: a ^ 






+ 




% 7 A- ^ V ft i 








.to, *** & # 




£ Jff i 


L n 


a 


£ % ti ft tfj , 


$6 & , WE « * « 


e> a m 




ft 


* - ft W te tt « 


* !£ ts J; 7 5 


K * * » 


* . 








£ £ IC 




CO 


7 5 K * ic tt ft 




ti- ^ ; i 






J05 ft * tt 5 « £ 


£ s & (i , s a s 


& a £ 






o m £ & w & m 


, te m > * me a £ 


a ft 






ft s - ft ft a ffi 




© ft £ 1* 


* m 








J* T 


. a; 


n 


© ft £ « <o « a 


M * v * c 


© & n 


i 









m - 7 ~ * 3 1 .0*IC*teTT-fcft**X/P 
7 2 . 7 JjD * . &a*efc£«ttLfc B Z <Z> & & 

a£fc*fca«©jgft**^;u£tti£S£Lfcfc, 

K 3 2J^!lt(C$9 2 # ). 

ft U , 2-75/-2-***-l-:/0'W-/l> 
3 3 .3?^7^^>Slfetfc8i, *S * £ ft * U 

-106 



> 1 I) Orf«rllJitlSW?*, Zto&&tzm&* 
ft T > m ■ T i > * * d y n 1 ,8;Oliig ffc 

^^u>-»ttioo«fi^«TL, d * t a a -e 2 

? oo I lt^Atlfl!lf}( 4 0 0 ^x2), ^ 
0 0 4s ^ i. A « I N£&5 0^?^?*, ^ 7K Sg fi£ 

Stt®ft:«>N-(l ,1 - ^^t^^-2 • t Ko*>x 
^;U)-3-> h^i/K>X7i F 3 9 . 6 ? 6 £ . 

if ^)*3 - ^ ^ K > X T i K * tt ft f * 

:oS]Cil^«5l^if ;i/i-f^ i 0 o ^ ^ to 

£ , » fi ft * * s Sfe^ffl<02-(3-y Ki'? 
X i AO - 4 .4 - i/y^^-2 - * * V U 
tt5traH2tfc. : O 2 -(3 h 4 > 7 XiJI/)- 

»»t7**'JttiL ^O0*;Ui-ttm(4 0 
0^x2), J|||»HA«J;VSA* MMA 



Z ft * L X s to & St <D 2 -(3 - h * 

7 x ^ AO - 4 .4 - i> / * • 2 - * * * */ U > 
3 2 . 2 8 4 «). 

16 5 3 

( pp» in CD C I s ) : 
1 . 3 9 ( 6 H , s ) , 3.8 2(3 H,s), 
4 . 0 9 (2 H , s ), 
6.8 8-7.7 I (4 R.in) 
-7 X X ^ ? h ^ : 

M / Z CSS ) 2 0 5 ( 4 8 .M '), 

19 0(100). 175(30) 

1 6 2 ( 3 9 ) . 1 3 4(72). 

119(8). 103(14). 

92(12). 77(16) 

ic „ Jt»fii5tLT»6*ifcail»fl:#* 

* ^ & # * . ifiS®SST, T^ffcK *«I6 

R« R< 
' N N V 

( Fl * *< @L 

R> 

R,A<*J(?S?0 t M^'li (^L * * L , R , 14 

* ft S £ Idt > h^^S^^^o ) 

?a*ft*ftft*(aT, ^ivofb^^t^-^^) 

I: IS S O i? IE T , n - ^f ^7;l/f t h'^ffi^ 
*,*9Uft*ftffl*ttT.£V 




V 



OH 



*fEP3 64-50818 C3) 











L 


r 


14 . ft 7k f- h ? t K 


o 7 ? y \ 




T* 


a* 


„ 1 ,2-? / h + i* 




^ u 


P 




A/ i> > 


f Jl/ X - f ^ 




n 




ft S © 


A^Wi L X 


i4 , n-y^A/y^-^^, 


sec- 


y * A* 


y ?• $ J* + tert-^ f ;MJ f 0 1 








* n > 


T*^t K»**«i tTB, n 


- ^ 




A* 


T ^ f 


t K „ n -/< 1/^7*^ t K**<*lf 


& 


n 




£ & BE £ C X 


ti — 4 D t E to 




*< 




£ X * 


S ft fc ft 


a m & *£ «4 , * 1^ 


- h 


#J 




t T f 


h 7 ^ ^ ^ ^ 




Jt ^ 


w 




KF * 


U i» . g IS ft 


i4 . itfflt^ns 


- ft 


ft 




ffl & * 


I: i 0 3; 11 


© <t £ «5 * » « . 








^ X , 


m o ft £ . *s 






m 


L 


, « I 


© ft 6 ft i t 


5. ft R * W 2: t 


X t4 , 


m 


ft 


x K R 


„ ffif ft * to ft 


ft ^ 1/ t> ft , ffi ffi 




m 


iff 


£ t x 


54 , * 2 14 


T A/ 3 - A/ ffi * 14 


* <K> 


s 




# K *< 


* £ X 4& * . 


RCIJB, ^ a * 


* ft 






S * ME 


(O &> A* X JD 


I L T « 15 M fi ® 


8 s 




L 


t> „ £ 


c « i4 1& m , 




tf » 




(R i, R 






m 


* n $ 


ft ^ «5 T . 


SCVe&ft^ttifr-f*) 






. c ft 


* ft ffc 6 C 


itJ:-3Xfc»*w 




x 














ft 


44- t U 


S A IV «> <t ^ 


^5 (4 , m - T — * T 7 s 


t 


K 


* K # 


* i$ tt O » « 


m at * . cs )■(+ >- 


2 -cr 




y 


J * * 






u 


J > * 










i X ^ So 










U X <4 


















. *< v 


•tf V , 9 a a 


^ ;U ^ «s, ft 5 . 


s 


JC 


a k i4 




x 




IfttS 


O i>< ff 5 L u 








R 


JC T 


* (4 , 1$ , 


ft . HE * , M 






to 


3 # SI 






CD 


<t 


^^1* 


.» ^ • 







#530364-50818 (4) 



m & h 2 

y / > * * ) fc" » y > 2 . 5 9* £ 

Ts «fe«-«fi©(-)-3-(S-y K * ^ 7 X ~ ;U ) 
-2-7^. — ;U -1.5,6. T'-rhvk K o - 3 H - 
t'oo[l . 2 - e ] -f ; ^ '/ - JU 3 . 9 5 If (JR 
^9 ! % )« 

it Jfe # & : [ ff 3d - 9.8 I'Cc-O.T.CRCU) 

3032.2964.2940,2880. 
2820.1602.1 504.1-482. 
I 454.1368.1356.1312. 
1278.1232.1 1 86,1136. 
1 1 08.1042.994,942. 
888.778.752,688 

7 7(15) 



( 5 ppn in CDC 1 8 ) : 



1 


. 7 


0 


- 2 




2 0(4 


H , 


m ) , 


2 


. 7 


8 


( 1 


H 


. dd . J 


= I 


8 . 9 H z) 


S 


. 2 


1 


( 1 


H 


. dd , J 


= 9 


.9 Hz), 


3 


. S 


3 


( 1 


H 


► m ) . 






3 


. 7 


2 


( 1 


H 


. d d . J 


« 7 


.7 Hz). 


3 


. 7 


6 


C 3 


H 


. s ) , 


3 , 


8 9 ( 1 H 


5 


. 2 


8 


( \ 


H 


. 5 ) , 






6 


. 4 


5 


(2 


H 


, d , J 


- 8 


H z) , 


6 


. 6 


5 


( I 


H 


. dd. J 


- 7 


,7 Hz). 


6. 


. 7 


8 


C 1 


H 


. dd. J 


= 2 


.8 Hz). 


6 


. 8 


8 


( 1 


H 


. d , J 


= 2 


H z) . 


6 


. 9 


1 


( 1 


H 


. d . J 


= 8 


H z) . 


7 


. 1 


2 


( 1 


H 


, d , J 


= 7 


H z) . 


7 


. 1 


8 


(dd 


. J 


« 8 . 


8 Hz) 



* X < £ h A* : 

MS Z t%) 2 9 4 (3 7 , M * ) , 

225(9), 189(1 00), 
1 60(1 1). 1 3 4 ( 1 71 

5 ; i o r s v o fb ^ I * (9 s , 
K ic , rf&sv^ft^ftidftts. Slits 

ft. ft *J<Dl(*^Ji Uli, ft ft J& x f U * 0 * 

* « i l t li * , x * ; - * , « ft 
g K *< ff i t n o R JG t* T ft t± , 7 5 y > sl * y 

$^iao, a I 

*tf*n. ?g tu ?g « t l t ii , ft ft x 

* /t/ , n * > * 9 a a * 2* * (t < y H 
4 C * l; I O ft o 



* , £ g <0 £ £ T , n .;<UibTJbf k K*fr« 
$ it S . ffiffit5^«^ilUtli, *ft * h 7 
t K a 7 9 > * fx***-*-** l , 2 - h 

^^^ox-^^«*<*if&<x* IS 5 © I * {»! i 
Ko|^Ht(t«ifi, ft ffi tt « ft S£ & ^ © 

nzm t< $ \f h n s - i o o r ~ £ s 

gfle*<S£T*S« R * T tt , 7 5 ? f * 
tt * is -k 5 * av©ft&&*»*-i*<t**4 fl 

n - ^ * * > » ^oo*^A*fcttK>«tf 

-108 



Ji> {t to 15 m £ tx 




x ^ +- i-t M hit zh f& £- 

\ TJC 8* fZ 1* n »»X itr JWfe *T" « K t 


£ PC <* * 


4 : i {: 






cd H ffc 


i L t li 




__ #fc t Li » «' ^ft \ — *a lu ' * we » 


= 7 V <fc * O % % 






A, i - 1 


A x H 7 


"J 
✓ 


7 L / /f -» — ■ ✓ *a 1 ax 


* fc 1* % 


3 * ft * 




ft? ifi » Jfe ^ 7k. * if h V 


7 ;u * o 


(ft IB tt 




If ^ it 5 . &ffi-**£^"ffli£flf 


0 a <t m 










s X * y 




3? i£ If S> tl <$ « & £ £ BE 


£ L r <* 


o •e ^ £ 




zaSiff* < iB^'^*&« ifc JC tfc 


« a ft ffl 






ti a a i; > 03: I 0> ffc ^ £ 










m r ic 


, 5* I 


it 


^feosiis© » <* w * m + . 


A * 0J 


1 






K & M 


1 Tllfc 


2 




4 - A* - 2 - *• * *■ '/ »J V 8 . 9 2^r;^ 


> E * L 


* ^ Tjc T* 






t s & -c » # l » ft? 






. 6 M n - 






e 





7 3 6.6 5 4 

C <5 p p b to CDCIs): 

0. 90<3H.t.J = 7.0H2). 

J .3 4 (3 H , s ) , 1.37CSH.S), 

1. L5-1.5 5C4H.m). 
'l ,55 - I ,8 0(IH,b), 

1 ,9 5 (1 H,br.D«0^toT*^^). 
2,0 5 - 2.3 0 (1 H,m), 
3.4J(2H.s), 3.87C3H.s), 
5,53(1 HJd.J-7.i.S.0Hi), 
6.9 2(1 H ,dd, J = 2.0, 7.0Hz). 
7.3l(lH,d.J-7.0H2). 
7.35(1 H.dd.J-7. 0.7, OH i) 
"7 z. *<. 9 h ;u : 

M/Z(«) 2 9 I ( M * . 2 ) . 

276(2). 260(100). 

234(35). 220( 5 ). 

204(13). 103(12). 

175(25). 1 63(34). 

-109 



?S'Bflas 64-50818 (5) 

^ U ;P T f* t K9,li^Olfeirf5t K o 7 

5 y(2 0^)»tt4 ftli, - 4 5 t T i Jft 

L fc « , *i£T?$l*ttffLfc. - CD E £ & U * 5 
Oiti*fio?LTSlC*»7^/slfe, ^ f ^ x - 
^^T®^(2 0 OafiX 2),.i--r;Ujaf^^fQfi 

ju^^A^n-rh^77-<-(i/ , J*>7';i>.2 3 0 
-4 0 0y^£/3.;i$ 6.5cin.S^ 2 0cb;^J 
3 0 0 »|»|U»» JRxf il/:n^*t> = 
I :1)U^L, 8 0aG-r^#SKL-r7~2 1 #@ 
07 7 Oa>t^»L, &ate8*fei&tt&!ftcT> 
2-CS-^> + ^- 2-(l - t Kn^^^v*^)- 
7Xi*]-4,< - y>^yU-2 - af + * '/ U V 

8.8 8 fi C« * 7 o a; ) B 

3436.2956.2932.2868. 
1G94. 1608. 1490. 1466. 
1358.1314.1264.1 168, 
1 096.1044.974.794. 

1 62(30). 1 35(7). 
8 3(8) 

&ic, 2-[3-> h^iz-2-Cl - t Kn^'i/^< 
y^;U)-7i^.A-]'4 .4 - *J t & A* - 2 
V > 1 ,0?|;6Nlft 5 Oafi^^n^., tR #f t A< 

6 tt ® ± ( 1 20-1 30r)'C8^p £ gJto«iiS5ftL 

*SStt^««5^tt^L^^&t&«S 0 ,6 3?^rff 

(KS©4 - 3 - ■T**-*?*'; K0.5 9? 

* ^ fc (JR ^ 7 8 % )„ 

^^ttRJR^^i? MPfJII car • J : 

294B, 2925. 2868,1 760, 
16 10.14 9 2. 1 4 6 8,14 3 8, 
1322,1278,1168.1 1 14, 
1 096,1042.1008.970. 
91 6.808,756.654 

( 6 p p m in Acetone - <1«) : 
0.88(3H.t.J«6.BHz). 



I . 1 


0 - 1 . 


4 5(4 


H , 


m ) , 




1 . 5 


7 - 1 . 


B 3 ( 1 


H , 


m ). 




2 . 1 


0 - 2 . 


3 7(1 


H , 


m >, 




3 . 9 


7 ( 3 H 


. s ). 








5 . 5 


3 ( 1 H 


. d d , J 


= 3 


.1 .7.6 


H z) 


7 . 3 


2 ( 1 H 


,d,J 


~ 7 


.8 Hz). 




7 . 3 


7 ( 1 H 


, d , J 


- 7 


.8 Hz). 




7 . 5 


6 ( 1 H 


, dd , J 


= 7 


.8.7.8 


H z) 


* * ^ 


? h ;b : 










M / 


z <* ) 


2 2 0 


(M ' 


' . 1 1 ) , 





163(100). 135(21) 
120(1). 107(1). 
1 0 5 ( 1 ) , 9 2 (1). 
7 7(8) 

& « m 2 

^«:^J 1 Tllf: 4 h + *.3-***7*V 

5/rf*»i*»tr^»**fc». # ft * # T * 

7 .3 I (I H.dd.J — I .0 ,7 .5 Hz). 
7 .4 2 (I H.dd.7 .5 ,7 .8 Hz) 
x * ^ ^ h ;i> : 

MV X (* ) 2 0 6 (M • . 1 2 ) . 

1 88(6). 1 49(1 00). 

12 1(18). 93(6). 

6 5(6) 

ft ft M 3 

«iS«2-eW*:C-)-3 -(3 - ^ h * 7 X x /U ) 
. 2 - 7 X ^ * • I ,5.6.?-fhSfcK«-3H- 

e o o c i . 2 - c ] -r ? . o * * r ;u * > 

OL, ftK * x ~ ^ * I fl««4«PxT»»Mfc 

2.1 Si«**Tt 4B»|Ultt»Lii. 

- 1 0 oricfcSPLfcfc* n-/<l/A/T^f*t K 

0 .5 4fifitf!>m7Kx-T-/l/(2^)^tt^ffiTL> 

* £ K - 1 0 0r"C2.5*llflttttLfc. C 0 E 

& ft k - i o o , cciafiniib7^"^»ft^ 
m a , * - ^ ;u M tfc c i o «fi x 2 ) * x - ^ ^ s 



«H«0 64-50818 (6) 
*to*.gar3B*MS*Lfc. c © s «; s ^ ^ * 

3 0 a* 1= * * , ?aa^i,tfltfa(l 0 0 «fl x 
2), *oo*JUi*JB*ISWft** :, *fc** 
^^*S/0i.Tf«5»* 6 & OS 

ffc A 0 4 - t po + f- l-^i'^'i K 0 . 3 2 
f « % ft (UK * 8 7 # ). 

3224.2952.2925.2868, 
1720.1 614. 1500. 1470. _ 
1304.1290.1166.1 130. 
1094.946.906.764.746 

(<5pp« in Ac e t one - d • ) : 
0.8 9(3H.t.J«7.3Hz). 
1.2 0- 1. 5 0(4 H , m ) , 
1.6 5- 1-9 OClH.m), 
2.1 5-2.4 O(lH.m). 
5 . 5 7 ( 1 H ,dd, J « 2 . 9 . 7 . 6 H z). 
7,1 8(1 H.dd.J 85 1 .0 ,7 .8Hz), 

U 0rr2 ig K 3 4afi£fin*-T 1 M K ft L „ 
efc^T, C«DRl6***-^^tf«IIfiCl 0 0a£ 
x 2 ) * * T ifc , |EHI-?^*J/'JATte*, ffi 

5 y ^ * 7 ^ ? ^ ► yj^-r-csfyayA' 

2 3 0-4 0 0 y i/ 3. ttfo I 6 Of: & 4 , 5 en, 
g £ 20ei:ftiJf ^^^y - 1:5:0.2 
k? / ca'Xc L , 5 Oallf^Klt 1 OSi^ 
£ 1 4#I^7^^->3^ ; S:^^L-^ & fe ift # #3 
*0C->-3 - - t K o * *> - 4 - > h * •> • 

2 - * * * -f >^> 2 5 0 «y *: ft (fc * 3 3 % ) . 
ikfeifeffi: [o ] P - 3 6.5"(c-0.7 a CHCIi) 

34 1 6.2952.2925.2864. 
1604.1486.1462.1440. 
1314.1266.1032,1004, 
9 3 6,7 7 2 

( £ ppi I n CDC ] 3 ) : 
0.88. 0.9 0(3H.t.J = 7.3Hz), 



«■« 64-50818 (7) 

| .1 0 - 1 .5 5 (4 H .«>. 7 7 C 6 8 ). 6 5 ( 2 0 ). 

I. 55-1.80(1 H.m), 43(37) 

1.9 0-2.1 5(1 H.m), * U , « • I 4 90 ^ t * I . S i » * * 

3,5 2, 3.5 8 ( 1 H . d , fc * , ^ H U 3 0 ^ * 2 - O 

J-8.S.7.BHi.D.O*«l«M*). y-*0.6«l»**»il-e**. * * te (- >- S - 

3.82. 8 . B 3 C3 H . . >. ^ * - 1 F a ♦ f -4 + ^2 •* *t< 

522 549 y/^l 3 r«?0>^-JK2.8rf)***» 

(1 M.dd.J « 2 .9 .7 .8 H z , m ) , AttITI««nfc. Cfcfcfcfc***^ 

E 36 6.46 httiSU ^iC^iO^y-^Jb'i^^-Cjffe 

c'l H .d . J - 7 . B H ■.» ). ofc«.«««»lt*2tff»*t.ft^-e*»T 

6 . 8 2 ( t H . d . J = 7 . 8 H z) . 2Ni»3rf^^ x - f « ( 5 0 ^ X 
7.0 0(1 Ft. d. J = 7. 3 Hz). 2 «l » ft * * t » » , « » v * i/ ^ t tt ' 

7 ,3 0(1 H.dd.J = 7 .3 .7 .8 Hz) *B t BEN L t «filtt HH fc. ^ 

M/Z(*) 2 2 2 ( 4 4. MO. * * * 2 2 0 - U 0-M V* Jl 0 fl f il 

205(1 0). 204(10). 3.5 ci,S* 2 0 e»; ? o o * ^ ;0 . 2 

I 7 5 ( 2 6 ). 16 6 ( 1 0 0 ) *f ✓ o«»)K (t L , S0«flro»ffiLTSSg*>ft 

161(34), 135(54). I0#gO77^^9>-*##L.(-)-4-yh 

,21( 3 5 ). 10 7 ( 2 4 ). * * * 3 - * * * V ¥ V K 1 0 3 *9 * f# h C« * 

91(27). 79(72 ). 7 8 0). 

r , , , D . , _ 9 c r it r i *j 163(100). 1*35(20) 

120(2). 1 07(2). 
9 2 ( 3 ), 7 7 ( 6 ) 
# C , ( - ) - 4 - h*y-3 - rf ^ 'J K 

7S**r**:'KJfcit*»T« 6 * s * > * 

sT-A'Otefcfcfc/^l'l/fcftl . 2 4 *fi «fc 
J&*«tt7A,;-£.Li 0 0 i? ^ JD i /: $ , # 
T3 0£HD«£ffL, jfc^-e«iBT?3^BUBffLfc. 

Lfc», 2 N lg « * Jjd * , 
lfi{t> f U VTffiUi(5 0itfx2), « <fc * * 1/ > 
0.88(3H.t,J = C.8Hz). 5 i fij ft ffi * T * ^ , EttT*'*i/<>i.-ete», 



294 8.2920.2856.1770. 
161 2,1492.1466.1436, 
1320.1274.1 168.1 1 14, 
1092.1 040,1 006.966, 
914,81 0.754.652 

(5 ppn in Acetone- de) 



1 .1 0 - I .4 5(4 H.m), 



1.5 7-1.8 3(1 H.m). 9 5* A * U > o T h M 7 - 'J * y * , 

2 . 1 0 - 2 . 3 7 ( I H . m ) . 23 0- 4 00^V^A;SB.Sea.A» 10 

3 .9 7(3 H. a). eo;Jft5 0*:®tfjfc^,fi*»jr.*;P:n--\*-*->:= 
5,53(1 H,dd,J-3.] ,7.6Hz), I ; 2 ) I: ft L , 3 0 ^ iT ^> # E L , 8-1 2 $ g 
7.32(1 H.d.J*7.BHz). ©77^3^HLs *->*./-Jl'*&?5 
7.38(1 H.d.J=7.8Hz), BILtft&BiltlO (-) •< - t + ■ 
7.56(1 H.dd.J = 7. 8, 7. 8 Hz) 'J M 9 t » fc («* 7 0 * ), _ 

„ , . A . , fi27t8r:Ifl] D -88.7-(c-0.38,F 

M / Z ( * ) 2 2 0 < 1 4 , M # ) . 

-Ill- 



3224,2952.2925,2868. 
1720.1612.1500,1470. . 
1304.1290,1166,1130. 
1094.946,906.764,746 

C 6 ppbi in CDC 1 s ) : 
0.89(3H.t.J=7.3H2), 
I .2 0 - I .5 0(U,n), 
l.65-1.90(lH.m). 
2.1 6-2.4 0(1 H.m), 
5.5 7(1 H.dd.J « 2 .9 ,7 ,6 Hz), 
7.1 8(1 H.dd. J -I. 0.7. 8Hz). 

7.3 I (I H.dd.J = 1 ,0,7.6Hz), 

7.4 2(lH.dd.J*7.6.7.8H2) 
X X N ? h ;V ; 

M / 2 (* ) 2 0 6 (M * . 12). 

188C6). 14 9(100). 
121(18), 93(6). 
6 5(6) 



5$ [ V> it *" & 
18 * ff I < EX 
•a P X ft K « * 

ft 3 jD Rfl » K ? 

£ x I I: ^ 4 L 

? - tf y if ~ & \ 

F 2 fl O ^ III- 

l fc - a* « i 

x 1 0 £ 

7 d * * tr v v 

aft an l fc . * © 

ft 6 ft o f o 

ic J; 0 * US t 



ttlSWH 64-50818 (8) 

SiLXiTfflx**,, wOL-irtc 
# if x £ E t * . 

tt^7«y h 0 & £ & tii L , * e> 
g $ £ & # L • 

, ft & * a t; 2 5 r f=. « -3 o y 
wgLr, r * 7. * 7 v y : J y 

~3X»fc{fc£ftl*Jftfcft£A<5 

y>P*.^ftlBf* 3 ~ 5^mitc 

x * / ? > >J 



pi $ * = — — x I 0 o C * ) 

A 

ft J£ 

B:ft««*»fc<fc£ft*#toLfc«£«> 
* co is & * 3? i & tTfi-r * 
# i & 



ft ft ft K 


PS ft * (» ) 


A {* ft 1 X ft fc ft £ ft 


3 5.3 


H j* M 2 X » fc <t ^ ft 


3 5.0 


AttfflS-Cffifcft&ft 


2 3.8 



# I £ © IS * * 0 * ft{*«l~3T?»fcfb£ft 

fc 0 



£ ft 0 a ft ft ft tt I* * ddY# ft ft * * * E V' X 
?T ^ i w « , I 9/k9 0 & D & $ & £ U I 0 0 

ft K s *t©ftftft«>ft*ft*,kEF«JW<fcK 
■=> l> X tft ft * S . 

«i©ft^ft»*o*4. * 5 i Mi fit in © ft m 

m^tft^ftftfe-k^Aicft^t^ci^x**, 
Bt^JBB«kLXii, ft JC fig £ fc < , & m ic £ C 

ftfiaftLxftissft* & ft > * ? * n> m , n®. 

ft I , «B ft , IR ^ o e n & i* ft , ^ ^1 ^ ^ 
# S a ft # if £ <i $ o 

g a ft <>: tXff?«OA6**ft»f&/2*i»i«* 

a * <o * * * * ffl , ft*©a*cAOfttt**«. 

& # & A X s£ 1 Vil&VlO&Sit L X 3 0 - 

4 0 0 £ , I B»Si:^itToafflA<aS4ffl 

£> ft & » 

*ftftic«5i»xftft, * r * *> m s ft ft « ft «> 
e □ ft <* * ft Jt ^ > * > » il ts , g or . > - 

- ^ , ^jaifisi5?*mv^x«t^i-^^xisiis*n 



-112- 





IS (T) W Jfil I' li 
H »v '* 




£ fftf 


SE 


5S 


0 


9W <0 fife <C x 


tt 




tfa ssai !?? fin 






fit 


H 




x of£ IK & ffi 


iH 


All S 


*rJ * ^ & >TJ 




§ ^ ^ 








t S : i 


T 


e * ■ 


-P- i*L ** K CO S. 








\z 




f in < ? * 






ft 1 
















f > 


7 • *r X 




u > » 


r 


y 


tr 


T ^ a ^ > 


-e 




N t K cr 4- > 








? 




* , > ^ * 


•tr 


/U O — 


X * # Ay 4* 


> 


/ * A> 


•tr 








0 


A * t 


K o + ■> ^ o 




fa *Z i\t 






X 


. S * A> 


a 




7l> «4? Jl> n 








tf 




;U t* o y ■ K 






- A- . 
















[ 01 


is m ] 
















T 


S S * C r v 




7* n 








^ — , * 




Iff * f 


ji * }\y * )U a 




X + h 








v * ^ <f + 


> 


/ * )l> 


■b ;i/ o - X # 




is 0 2* 








^ ^ i/ y ^ 




■ir ;U o 


- x . EE* 


t 






-f 

y 


o 






X o 

[ # 


® 7S & #J] 


















y * ft ft * h 


U 




-4- 


fi 




£/ 9^ > * is 




M X 

93 


ft , & ft ffl «B ft 










5 *y * * 4 




if J 3f 


ft s y o * 0 




^ s 




a 




v > y v ? 






•J x f • u y ^ 


u 


3 - fly 






m 




r 


% $ * 


$ * tz £ t 


IS 


V T > 




SI 


m 


, m « *»k 




2 ffil 


A) * T * ^ 


0 


^ /£ , 




to 


n 


g □ ffil tt 3c 


£ 


<h & 
TX W ft* 


a* & , /< -r r 




^ 3c 




& 


ft 


# L , S # 


to 


fit % <fc 


& ft fR K ± 9 




^ ^ & 




I 




ft ffl ft te 


ft 


$E & 


ft * & ft ft 4 




2R3 K 1* 






t 


(> T i 5 o 




I- ,i/ s 




a 




it 






* S » J , l» 






a ft m w * to 


4. 


T t & 

c b « 


V 1 


o 










© # s □ m 


t 


Ltd 






m 


, ^ flf 


« 


CD *& tTt 


Ms a 6£ tt 




CO J6 






m 


« # If 4 




tt ft iz 


& -a r as m * 


ti 


* • 
















X 


* ft m 






K 


l < ft m 


t 




* is w i* - n 


tz 








PS 


$ n o 





li tt I' . 



WBHBa 64-50818 (8) 



tt IS W? IB i X f jb . 
w JB JO IK r* " ' s 


^ y V /U K - h 80 e 


r /fl iR SI ] 




# )U ? * 0 ^ ffl * 


7k X 1& fa ft & s •> 3 ft Bg 




'J>ft"T^*>0^, Xf*T 


y ✓'ft^A'i^OA, 


xfry>Kr^5x^A, 


* U i f 1/ > / !) ^ 




r gfe fib (E id *J ] 




6 ft n * ^ ft , 


«Sft*ftft7Jt'S x^A^^, 


^ BE ^ K 7 A< i x 




t tz s * IE O HI 


inju: % is m «t , x ^ ^ g y 


, > o ^ ^ J * x 






CO ^ a ffj U tt , ft 5fe ft ^ % 


4d L» WJ cr c3 (J w »• w 




* J? □ £ll t L T ff 


fflco^M^^fiit*^ tc #> IZ u % 




* © S I: J; h a 


S^tlSAT^ I Oft 






& ft » a . ft.T ft * 0 S tt 






_ jw « t-T Ait )-+ «t*r- 
w C 3f B U ffj IJ I 




c L T - IK «- a W « 


H ffj j,- it JJ? -fir Kj -f l* rt 
ffi al ^ » x S a * > ✓ rv 


3? AS fiR! 1 




Q) 3 - > X 


^ - ^ 2 3.5? 


(2) & * ^ 


c — X I 5 y 


(3) * *P 


2/ > ff- A' 




- X * * v/ 3 A 59 


© ^ ft ^ ^ 




© X f 7 'J 


>ftv^*'£/OA 1? 


© a (t w i 


■c » fc fk ^ tt 5 9 




it 5 0 9 


Jt fiU CO 9& 7j i~ Ut ^> 


■r* <TN ^ /TR y- f*^ . »- JB A ' *T 


«fticri£^^git 


X - ft 2 0 0 «* £0 |$ *J ^ ff . 


c © ft m - ft u « 




* a< & * ^ ft r fc- o 


, fi^Al B2-2 Oft^-e:® 


U fc> T ft ffi T ^ p 





-113- 



% m « 2 

®ttfl*^o-^ 39.5? 

® * * r V v IK * ^ * *> * ^ 0.5? 

It 5 0 » 

- tc a * u , e » * « t * , » * L . 0*** 

^ — 2 0 0 *? 0> ft) £ $ «> 

v «<#ff»ntll9i * A I B 2 ~ 2 0 IS * ** lal 
c t> It 1 1 ffl t S » 



WBBOB84-50818 (10) 

^ ft m 3 

CD 3 - y ^ ^ - ^ 43? 
®Xf-7 0.5? 
® # A< # * S' > ^ * 

•feA'D-X^^i/^A 5? 

®fcKte*WB& 0.5? 

a e tt « 3 sJ2_feJL^Jl L-L 

*f- 5 0? 

c © h ft ffl i ? k « . A*«3*»fc<tft* 

2 Oiyi^r^tfcO, £ A I B 2 ~ 2 0 ? £ 
£ ft W 4 

(D*£&«tr4/a-* 29? 
<2> I 0 % b h* a * *> 7 o fcf A- 

*jbo-**^; - jh*« 20? 

m 6 tfc a l S JgJsJLiuB Li- 
lt 5 0? 



» wi 1 1 » ta » * » fc - 

2 0**ft**n-C**, SSc A 1 S 2 ~ 2 0 ? * 

44.5? 
0.5? 

a a g a 2 g a fe tt ft a 

It 5 0? 

±sao^^ust^"cO)~<3)^^ — u a ft 

2 0 0 *? £ 2 % iJ ? * * K 35 « * • 

c o * r * * » i * * * * r - (i > * * * J 2 * ® 
ft ft « 2 o *' ft * * n T te 0 s * A 1 B 

2-2 Qij7*/l>t:&®Kt>lfTMLm*Z* 



£ ft ft 6 

® a « hi & a * ^ s 

g> 7 K <r fij 2 0 6 a? 
<3) § g W 3 t? W ft ft ft 2 0 *9 

ttJ#J8««*lc<»i3^ff©<r»W* * kits 

5^©7>r^;c^ALx i 2 i -c i 5 ^> na >jo 



HP a M A f* 3 & & # RK X 2 



ft » * 




-114- 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 
BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 




THIS PAGE BLANK 



